WO 00/38730 PCI7US99y30693 

invention are ordinarily combined with one or more 
adjuvants appropriate to the indicated route of 
administration. If administered per os , a contemplated 
aromatic sulfone hydroximate inhibitor compound can be 
5 admixed with lactose, sucrose, starch powder, cellulose 
esters of alkanoic acids, cellulose alkyl esters, talc, 
stearic acid, magnesium stearate, magnesium oxide, 
sodium and calcium salts of phosphoric and sulfuric 
acids, gelatin, acacia gum, sodium alginate, 

10 polyvinylpyrrolidone, and/or polyvinyl alcohol, and then 
tableted or encapsulated for convenient administration* 
Such capsules or tablets can contain a controlled- 
release formulation as can be provided in a dispersion 
of active compound in hydroxypropylmethyl cellulose. In 

15 the case of capsules, tablets, and pills, the dosage 

forms can also comprise buffering agents such as sodium 
citrate, magnesium or calcium carbonate or bicarbonate. 
Tablets and pills can additionally be prepared with 
enteric coatings. 

20 For therapeutic purposes, formulations for 

parenteral administration can be in the form of aqueous 
or non-aqueous isotonic sterile injection solutions or 
suspensions. These solutions and suspensions can be 
prepared from sterile powders or granules having one or 

25 more of the carriers or diluents mentioned for use in 

the formulations for oral administration. A contemplated 
aromatic sulfone hydroximate inhibitor compound can be 
dissolved in water, polyethylene glycol, propylene 
glycol, ethanol, corn oil, cottonseed oil, peanut oil, 

30 sesame oil, benzyl alcohol, sodium chloride, and/or 
various buffers. Other adjuvants and modes of 
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administration are well and widely known in the 
pharmaceutical art. 

Liquid dosage forms for oral administration can 
include pharmaceutically acceptable emulsions, 
5 solutions, suspensions, syrups, and elixirs containing 
inert diluents commonly used in the art, such as water. 
Such compositions can also comprise adjuvants, such as 
wetting agents, emulsifying and suspending agents, and 
sweetening, flavoring, and perfuming agents. 

10 The amount of active ingredient that can be 

combined with the carrier materials to produce a single 
dosage form varies depending upon the mammalian host 
treated and the particular mode of administration. 
The present invention further includes kits 

15 comprising a COX-2 inhibitor and an antineoplastic agent. 

The term "treatment" refers to any process, action, 
application, therapy, or the like, wherein a mammal, 
including a human being, is subject to medical aid with 
the object of improving the mammal's condition, directly 

20 or indirectly. 

The term "inhibition," in the context of neoplasia, 
tumor growth or tumor cell growth, may be assessed by 
delayed appearance of primary or secondary tumors, 
slowed development of primary or secondary tumors, 

25 decreased occurrence of primary or secondary tumors, 
slowed or decreased severity of secondary effects of 
disease, arrested tumor growth and regression of tumors, 
among others. In the extreme, complete inhibition, is 
referred to herein as prevention or chemopr event ion. 

30 The term "prevention" includes either preventing 

the onset of clinically evident neoplasia altogether or 
preventing the onset of a preclinically evident stage of 



WO 00/38730 PCTYUS99/30693 

neoplasia in individuals at risk. Also intended to be 
encompassed by this definition is the prevention of 
initiation for malignant cells or to arrest or reverse 
the progression of premalignant cells to malignant 
5 cells. This includes prophylactic treatment of those at 
risk of developing the neoplasia. 

The term "angiogenesis" refers to the process by 
which tumor cells trigger abnormal blood vessel growth 
to create their own blood supply, and is a major target 

10 of cancer research. Angiogenesis is believed to be the 
mechanism via which tumors get needed nutrients to grow 
and metastasize to other locations in the body. 
Antiangiogenic agents interfere with these processes and 
destroy or control tumors. 

15 Angiogenesis is an attractive therapeutic target 

because it is a multi-step process that occurs in a 
specific sequence, thus providing several possible 
targets for drug action. Examples of agents that 
interfere with several of these steps include 

20 thrombospondin-1 , angiostatin, endostatin, interferon 
alpha and compounds such as matrix metalloproteinase 
(MMP) inhibitors that block the actions of enzymes that 
clear and create paths for newly forming blood vessels 
to follow; compounds, such as <xvp3 inhibitors, that 

25 interfere with molecules that blood vessel cells use to 
bridge between a parent blood vessel and a tumor; 
agents, such as specific COX-2 inhibitors, that prevent 
the growth of cells that form new blood vessels; and 
protein-based compounds that simultaneously interfere 

30 with several of these targets. 



